Figure S2. Relationships between iORR and the time-averaged AUC over treatment (a) and
time-averaged AUC until an event (b).

In the left panels, the open blue circles represent individual patients and the horizontal line
in the middle of each box represents median exposure. The top and bottom ends of the box plots
represent the 25th and 75th percentiles. The bars extending from the ends of the box to the outer-
most data represent 1.5% the interquartile range. In the right panels, the open blue circles represent
the observed events and the closed black symbols are the observed probability of intracranial ob-
jective response. The error bars are SE (sqrt [P x (1-P)/N] for quantiles at [100 x 1/5th] percentiles,
vertical dotted lines) of exposures (plotted at the median value within each quantile).

AUC, area under the concentration-time curve; iOR, intracranial objective response; iORR, intracra-
nial objective response rate; SE, standard error; sqrt, square root.

(a)

o
-~ ©
£ 87 n=33 n=55 2 {7 Foddwbaw &0 00 0 o o
> ® e 1
£ o [ 1
£ 5 . © | LI I | 1
- O A o g 1
g & il
] o % © | ol [
° o
g8 o Sl ot
= O ° ° = il '
g - —— g < | 1Tr [
o —_— o o o ey '
g =1 ° e %olo © g thra '
87 I ‘ o5 al o
g N 0o oy T (=] e 1
o A 3 T, [ R [
© 5 0 5 %g0 [ I | 1
L o 24 twwbd odoo oo
< T T o —_— . T .
No Yes 0 20000 40000 60000 80000
Averaged AUC over treatment (h*ng/mL)
o IOR
—~ O
_El 81 n=33 =55 ‘C_> 7 : T g o@ee © e
> ® [ I R |
£ R
£ 8 e @ | ooy
x S « =} [N Y
LI ) 1 1
g © [} v b
Zo 0 581
> 8 ol o 2 L
O o = ideler
2 h S <] %l
o o o e v 1
g 4 ne. oo
. [ I B |
g 8 o LI I B B |
g N o (I O B I |
flﬂ LI I | 1
@ [ I I B |
o
£ o . | S dmwoboloo 0w ,
No Yes 0 20000 40000 60000 80000

Time—-averaged AUC until IOR (h*ng/mL)



